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Abstract
Background: Proton pump inhibitors are often used in critically ill patients to prevent gastrointestinal bleeding despite
limited evidence for benefit. Patients with acute kidney injury requiring renal replacement therapy (RRT) are at high risk of
gastrointestinal bleeding as (pre-)uremia induces coagulopathy through effects on platelets and coagulation cascades. No
high-quality randomized clinical trials have previously assessed the benefits and harms of prophylactic proton pump
inhibitor use in this high-risk population of adult critically ill patients.
Methods/design: Among the 3350 patients included in the Stress Ulcer Prophylaxis in the Intensive Care Unit (SUP-ICU)
trial—an investigator-initiated international randomized clinical trial on prophylactic proton pump inhibitor versus placebo
in acutely admitted adult ICU patients at risk of gastrointestinal bleeding—we will compare the benefits and harms of
prophylactic use of proton pump inhibitor in patients in need of RRT versus those not requiring this treatment. We will
determine the proportion of patients with clinically important bleeding, the proportion of patients with adverse events
including pneumonia, Clostridium difficile enteritis, or acute myocardial ischemia in the ICU, as well as transfusion
requirements. Moreover, 90 day and 365 day mortality post-randomization will be investigated. As a secondary analysis,
we will examine the association between acute kidney injury and RRT during ICU stay and gastrointestinal bleeding.
Discussion: With the outlined predefined analysis, we will characterize the balance between the benefits and
harms of stress ulcer prophylaxis in acutely admitted adult ICU patients in need of RRT, including the potential
interaction of allocation to proton pump inhibitor versus placebo.
Trial registration: ClinicalTrials.gov, NCT02718261. Registered on 14 March 2016.
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Background
In a general population of mixed adult intensive care unit
(ICU) patients, overt gastrointestinal bleeding episodes
present in about 5% of cases [1]. Clinically important
gastrointestinal bleeding episodes, which may impact
patient’s morbidity and mortality, occur in about 3% of
cases [1, 2]. In critically ill patients, it is assumed that
bleeding episodes may at least partly result from stress-
induced gastric mucosal damage, and guidelines recom-
mend stress ulcer prophylaxis with proton pump inhibitors
or histamine-2-receptor antagonists [3]. However, the evi-
dence for prophylactic stress ulcer prophylaxis to prevent
gastrointestinal bleeding in critically ill patients is low in
quantity and quality [4].
In the population of ICU patients with RRT-dependent
acute kidney injury, the rate of gastrointestinal bleeding epi-
sodes may be higher, owing to effects of uremia on platelets
and coagulation cascades [5–10]. Moreover, renal replace-
ment therapy (RRT) activates coagulation pathways, owing
to contact with foreign material, and requirement for antic-
oagulation of the extracorporeal circuit may further impair
coagulation [6–15]. Although acute kidney injury is fre-
quently observed in critically ill patients and negatively im-
pacts outcome [5, 12, 16, 17], only a few previous
prospective studies have reported on the incidence and se-
verity of gastrointestinal bleeding in this population. Recent
data from a large randomized clinical trial comparing RRT
modalities in critically ill patients [18] indicated that clinic-
ally relevant all-cause bleeding episodes may be observed in
up to 30% of patients receiving RRT [8, 19]. However, the
trial was conducted in the era prior to the widespread use
of regional RRT anticoagulation (e.g. using citrate), and only
all-cause bleeding was assessed. Accordingly, the collection
of contemporary data and data on gastrointestinal bleeding
in critically ill patients requiring RRT is warranted. More-
over, although the use of prophylactic proton pump
inhibitors in critically ill patients requiring RRT may reduce
the risk of gastrointestinal bleeding, mounting data suggest
an increased risk of serious adverse events, including in-
creased risk of nosocomial infections (e.g. hospital-acquired
pneumonia and Clostridium difficile enteritis) and adverse
cardiovascular events [4, 20].
As for the general ICU population, there are no data
from high-quality randomized clinical trials on the bene-
fits and harms of prophylactic proton pump inhibitors in
RRT-treated critically ill patients. Of note, the use of
proton pump inhibitors in critically ill patients, including
RRT-treated patients, is considered off-label use. Conse-
quently, we aim to assess the balance between the bene-
fits and harms of prophylactic use of proton pump
inhibitors in adult ICU patients with acute kidney injury
requiring RRT. We hypothesize that proton pump in-
hibitor use reduces the risk of gastrointestinal bleeding,
but increases the risk of nosocomial infections.
Objectives
The primary objective of SIREN is to compare the rate of
gastrointestinal bleeding episodes in critically ill patients
with or without need for RRT. Secondary objectives of
SIREN are to balance the benefits and harms of stress
ulcer prophylaxis in this patient population.
Methods
Sup-Icu RENal (SIREN) is a pre-planned sub-analysis
(NCT02718261) of the Stress Ulcer Prophylaxis in the
Intensive Care Unit (SUP-ICU) trial (protocol no. 3.0,
dated 20 October 2015) [21, 22]. This manuscript was
prepared according to the Strengthening the Reporting
of Observational Studies in Epidemiology (STROBE)
statement [23]. A STROBE checklist (Additional file 1)
and a SPIRIT checklist (Additional file 2 and Fig. 1) are
attached.
SUP-ICU trial
The SUP-ICU trial is an investigator-initiated, pragmatic,
international, multicenter, randomized, blinded, parallel-
group trial where 3350 acutely admitted adult ICU
patients with one or more risk factors for gastrointestinal
bleeding are randomized to stress ulcer prophylaxis with
40 mg pantoprazole (Actavis, Gentofte, Denmark) or
placebo intravenously once daily during their ICU stay
(given until ICU discharge or death, for a maximum of
90 days). The SUP-ICU trial medication will be blinded to
the patient, the investigators, the outcome assessors, the
data manager, and the statistician conduction the analysis.
An independent company (NOMECO Clinical Trial
Supply Management, CTSM, Copenhagen, Denmark) will
handle masking, coding, and distribution of trial medica-
tion. Trial site staff will perform computer-based (central)
randomization and trial data will be collected via
electronic case report files. Details of the trial have been
published elsewhere [22]. Some 33 ICUs in six European
countries (Denmark, Norway, Finland, Switzerland, the
Netherlands, and the UK) are randomizing patients [22].
Approvals
The SUP-ICU trial is approved by the Danish Health and
Medicine Agency (2015030166), the Committees on
Health Research Ethics in the Capital Region of Denmark
(H-15003141), the Danish Data Protection Agency
(RH-2015-3203695), and by all respective national regula-
tory bodies in the participating countries, and was regis-
tered at clinicaltrials.gov (no. NCT02467621) [22].
Population
The SUP-ICU trial [22] will include critically ill adult
patients acutely admitted to one of the participating ICUs
with one or more of the following risk factors for gastro-
intestinal bleeding:
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1. Shock (continuous infusion of vasopressors or
inotropes, systolic blood pressure < 90 mmHg, mean
arterial blood pressure < 70 mmHg or plasma lactate
level of ≥ 4 mmol/l)
2. Need for intermittent or continuous RRT
3. Use of invasive mechanical ventilation expected to
last more than 24 hours
4. Acute (within previous 24 hours) coagulopathy or
history of coagulopathy (platelet count < 50 × 109/l
or international normalized ratio > 1.5 or
prothrombin time > 20 s within the 6 months prior
to hospital admission)
5. Ongoing treatment with any anticoagulant
(prophylactic doses excluded)
6. History of chronic liver disease (portal hypertension,
cirrhosis proven by biopsy, computed tomography
scan, or ultrasound or history of variceal bleeding or
hepatic encephalopathy)
Exclusion criteria include contraindications to proton
pump inhibitors, current daily use of any proton pump
inhibitor or any histamine-2-receptor antagonist,
gastrointestinal bleeding of any origin during current
hospital admission, diagnosis of peptic ulcer during
current hospital admission, organ transplant during
current hospital admission, withdrawal from active
therapy or brain death, fertile woman with positive
test for urinary or plasma human chorionic gonado-
tropin, and patients in whom consent according to
national regulations cannot be obtained [22]. In
SIREN the population of interest is patients with
acute kidney injury receiving RRT.
Exposure
A)RRT within 3 days: All patients receiving RRT at
time of randomization, and patients needing RRT
within the first 72 hours following randomization.
B) RRT after 3 days: All patients requiring RRT after
72 hours following randomization.
Comparator
No RRT: All patients without need of RRT at time of
randomization. If a patient subsequently receives RRT
she or he will be moved from the “no RRT” group to the
“RRT within 3 days” group if the first RRT session
occurs within 72 hours and the “RRT after 3 days” group
if the first RRT session occurs after 72 hours.
DOIREPYDUTS
Enrolment Allocation Post-allocation Close-out 
TIMEPOINT t0 t0 D1 D2 D3 D4 
Daily  
until ICU 
discharge 
(max. D90, 
or death) 
D365
ENROLMENT in the 
SUP-ICU trial:
Eligibility screen 
(SUP-ICU) X  
Informed consent X  
Baseline clinical 
data/ demographics X  
Allocation (SUP-ICU)  X 
INTERVENTIONS (in 
SUP-ICU trial):
[Pantoprazole or 
placebo, daily]
SIREN outcome 
measures:
[data on RRT need **] X  X X X X X 
[data on secondary 
outcomes]
X  X X X X X  
[data on disease 
severity] X  X X X X X  
[data on transfusion 
requirements, 
interventions to stop 
GI bleeding]
  X X X X X  
[analysis  of mortality 
data from SUP-ICU 
trial]
      X X 
Fig. 1 SIREN (pre-planned sub-analysis of the SUP-ICU trial) data * * Detailed information on SUP-ICU trial assessments is provided in [22].
** RRT = Renal replacement therapy
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Outcome measures in SIREN
Primary outcome measure
Proportion of patients with clinically important gastro-
intestinal bleeding (as defined in the next section).
Secondary outcome measures
1. Proportion of patients with one or more of the
following adverse events: clinically important
gastrointestinal bleeding, pneumonia, C. difficile
infection, or acute myocardial ischemia in the ICU
2. Proportion of patients with serious adverse reactions
3. Proportion of patients with one or more infectious
adverse events (pneumonia or C. difficile infection)
in the ICU
4. Days alive without use of mechanical ventilation,
RRT, or circulatory support in the 90 day period
5. 90 day mortality post-randomization (if available,
1 year mortality, i.e. 365 days)
6. Proportion of patients receiving treatment
(interventions) to stop gastrointestinal bleeding (i.e.
endoscopy, open or laparoscopic surgery, or coiling)
7. Number of units of packed red blood cells
transfused
Definitions
Clinically important gastrointestinal bleeding
Clinical observation of hematemesis, coffee ground emesis,
melena, hematochezia, or bloody nasogastric aspirate and
fulfillment of one or more of the following criteria:
 Spontaneous drop in systolic blood pressure, mean
arterial pressure or diastolic pressure of 20 mmHg
or more within 24 hours after the gastrointestinal
bleeding episode, in the absence of other causes
 Vasopressor (i.e. norepinephrine, epinephrine,
dopamine, vasopressin, or terlipressin) initiated or
increased by 20% or more within 24 hours after the
gastrointestinal bleeding episode, in the absence of
other causes
 Hemoglobin decrease by at least 2 g/dl (1.24 mmol/
l) within 24 hours after the gastrointestinal bleeding
episode, in the absence of other causes
 Transfusion of two or more units of packed red
blood cells within 24 hours after the gastrointestinal
bleeding episode, in the absence of other causes
Data collection and management
Prospectively collected data will be entered in the SUP-
ICU database via electronic case report files. Web-based
access to the database is provided to researchers on a 24/7
basis. Data will be encoded by using a unique patient iden-
tification number. Data will be handled according to the
requirements of local data protection authorities or
respective ethical committees. All trial data will be stored
in a protected environment for a minimum of 15 years
and anonymized if requested by the authorities.
The following data will be collected in SIREN: age, sex,
comorbidities including previous or chronic RRT, date of
hospital and ICU admission, renal Sepsis-related Organ
Failure Assessment (SOFA) score, total SOFA score,
Simplified Acute Physiology Score (SAPS) II, date of ICU
discharge, use of RRT at baseline, use of RRT within the
first 3 days of ICU admission, use of RRT after 3 days
following randomization, data on clinically important
gastrointestinal bleeding episodes, including confirmation
of bleeding and interventions to stop bleeding, number of
transfused red blood cell units, use of non-steroidal anti-
phlogistic or anti-inflammatory drugs at hospital admis-
sion, use of anticoagulants at hospital admission, lowest
platelet count within 24 hours prior to randomization,
and the outcome measures listed previously. Further
details are available elsewhere [21].
Safety
Patients can be withdrawn from the SUP-ICU trial in
the case of clinical indication for use of proton pump
inhibitors or histamine-2-receptor antagonists, clinical
indication for withdrawal as judged by a responsible
clinician or local investigator, in the case of a request for
withdrawal by the patient or patient’s next of kin, and in
the case of serious adverse reaction or suspected
unexpected serious adverse reaction [22]. Details of
serious adverse reactions and suspected unexpected
serious adverse reactions are given elsewhere [22].
Statistical analysis
SIREN data analysis will be performed by the SIREN
study team after closure of the main database and
according to the statistical analysis plan outlined next.
We will use R (R-project.org) for the analysis.
Missing data
In the case of missing observations of > 5% in any specific
analysis, that analysis will be performed both as complete-
case and using multiple imputation based on chained
equations. All variables in the specific analysis will be
included in the multiple imputation, as well as stratifica-
tion variables (site and presence of hematological cancer),
age, SOFA score at baseline, type of admission (medical,
elective surgery, or emergency surgery), SAPS II score at
baseline, RRT at baseline, mechanical ventilation at base-
line, shock at baseline, proportion of patients with
clinically important gastrointestinal bleeding, proportion
of patients with one or more episodes of serious adverse
events (pneumonia, C. difficile infection, or myocardial is-
chemia), and 90 day mortality. If multiple imputation is
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used, the primary result of the trial will be based on these
data. For additional details on the handling of missing data
in SUP-ICU, please refer elsewhere [21].
Primary analysis
The primary analysis will be a conventional subgroup
analysis of the effects of pantoprazole versus placebo in
patients with RRT at baseline (i.e. at randomization). We
will use Cox models censoring at death or loss to follow-
up and intention to treat in the two groups defined by
RRT at baseline. We will include the interaction between
baseline RRT and allocated treatment, which will constitute
the main test of differences in effects. Statistical signifi-
cance will be considered for P < 0.1; whether we find a
statistically significant difference or not, we will report
hazard ratios stratified by baseline RRT. As treatment is
randomized, we will not control the analysis for any other
variables than stratification variables (i.e. site and presence
of hematological malignancy at randomization). Secondary
outcome measures will be analyzed in a similar manner as
the primary outcome measure when they can be expressed
as time-to-event outcome measures (no. 4). Secondary
outcome measures nos. 1–3, 5, and 6 will be analyzed
using logistic regression and secondary outcome measure
no. 7 will be analyzed using Poisson regression. All regres-
sions will include the same covariates as the primary
analysis.
Analysis of the effect of RRT
For the analysis of the effects of RRT itself, the outcome
measures will be compared between the dynamically up-
dated groups (“No RRT”, “RRT within 72 hours”, “RRT
after 72 hours”) using Cox models with delayed entry. This
is comparable to a Cox model with time-varying exposure,
where the time-varying exposure is the dynamic group for
each patient. We will adjust the analysis for the following
important confounders: the investigational medicinal
product (pantoprazole vs. placebo), disease severity (SAPS)
II at baseline, anticoagulation at hospital admission, age,
and sex. In addition, raw rates will be reported for each
day of the first week of ICU admission. In the analysis of
RRT itself, we will only consider time to gastrointestinal
bleeding.
Power analysis
The sample size of SIREN is fixed. The SUP-ICU trial
includes 3350 ICU patients (total cohort). We expect that
335 patients (i.e. 10%) present with acute kidney injury
requiring RRT at baseline. The actual power of the
primary analysis will be expressed through the width of
the confidence intervals for effect parameters, which will
be included in the SIREN manuscript.
Timeline
2015: Development of research strategy and SIREN study
protocol
2016–2017: Inclusion of patients to SUP-ICU
2018: SUP-ICU and SIREN data analysis, writing, and
submission of manuscript
Publication/authorships
A manuscript will be submitted to a peer-reviewed journal
following publication of the SUP-ICU trial main results
whether positive, negative, or neutral. Publication of SIREN
will be performed concomitant to the analysis of the SUP-
ICU, with a manuscript drafted within 180 days of comple-
tion of the statistical analysis. SIREN will reference the
main publication as well as refer to and put respective
main primary and secondary outcome measures or results
into perspective. A SIREN scientific committee will be
formed, which is chaired by the SIREN principal investiga-
tor (the first author of this manuscript). Authors of the
SUP-ICU trial, national principal investigators, or trial site
investigators will be invited as co-authors, depending on
their respective personal input. The SIREN scientific com-
mittee will decide on which journal is deemed appropriate,
and will grant authorships depending on personal input
according to the Vancouver definitions [24].
Discussion
Trial rationale
The evidence is sparse [4], but use of stress ulcer prophy-
laxis is recommended in adult critically ill patients with risk
factors for gastrointestinal bleeding, and three out of four
ICU patients receive acid suppressants [3]. From a clinical
perspective, critically ill patients with acute kidney injury
requiring RRT constitute a high-risk group. In the outlined
study, we aim to assess the balance between the benefits
and harms of prophylactic proton pump inhibitors (specif-
ically, pantoprazole) in the subgroup of patients with acute
kidney injury requiring RRT. We will compare patients
with and without need of baseline RRT (primary analysis),
and assess the impact of developing acute kidney injury
with need of RRT during ICU stay (secondary analysis).
We will exclusively assess patient-important outcome
measures, including clinically important gastrointestinal
bleeding, nosocomial infections, and mortality. SIREN is
expected to provide contemporary and important data on
the risk of gastrointestinal bleeding in critically ill patients
undergoing RRT, including guidance on use of acid
suppressants in this population. This has important impli-
cations for patients and relatives, the health care system,
and society.
Strengths and limitations
Using data from a large international pragmatic high-
quality randomized clinical trial will result in high external
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validity (generalizability). The extent of missing data is
expected to be low, and missing data will be handled as
recommended [25]. Analysis will be conducted according
to the present predefined statistical analysis plan. This
protocol has been prepared according to the STROBE
statement [23] (Additional file 1). Results are applicable to
daily clinical practice with potential direct impact on stress
ulcer prophylaxis prescription practice on the ICU.
The limitations include the fixed sample size with risk of
inflated estimates (type 1 error). Moreover, only the total
cohort of ICU patients with need for RRT will be analyzed,
and we will not be able to conclude on potential effects of
specific RRT modalities (e.g. intermittent vs. continuous
RRT), timing, or any specific mode of anticoagulation used
in the context of RRT, or applied RRT dose [18, 26, 27].
In conclusion, the balance between the benefits and
harms of prophylactic proton pump inhibitors in acutely
ill adult ICU patients with acute kidney injury requiring
RRT is unknown. SIREN aims to provide important
high-quality data on this topic.
Trial status
The SUP-ICU trial is currently actively recruiting patients.
A total of 3023 patients were randomized as of August 22,
2017. Completion of patient recruitment is expected for
November 2017.
Additional files
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Additional file 2: SPIRIT 2013 checklist. (DOC 121 kb)
Abbreviations
ICU: Intensive care unit; RRT: Renal replacement therapy; SAPS: Simplified
Acute Physiology Score; SIREN: Sup-Icu RENal; SOFA: Sepsis-related Organ
Failure Assessment; STROBE: Strengthening the Reporting of Observational
Studies in Epidemiology; SUP-ICU: Stress Ulcer Prophylaxis in the Intensive
Care Unit
Acknowledgements
The authors thank all trial physicians, nurses, research nurses, data managers,
and statistical staff for their dedicated support of SIREN.
Funding
The SUP-ICU trial is funded by Danish public funding (The Innovation Fund
Denmark) and supported by private foundations (Aase and Ejnar Danielsen
Foundation, Ehrenreichs Foundation, the Scandinavian Society of Anesthesia
and Intensive Care Medicine, and the European Society of Intensive Care
Medicine, ESICM). SIREN will partly be funded by the Wissenschaftlicher
Fonds, Dept. of Intensive Care Medicine, Inselspital, Bern University Hospital,
Switzerland. The funders have no influence on trial design, conduct, data
handling, data analysis, or publication.
Availability of data and materials
The datasets generated or analyzed during the current study are available
from the corresponding author on reasonable non-commercial request.
Trial sponsor
Assistant Professor Morten Hylander Møller
Dept. of Intensive Care 4131, Copenhagen University Hospital, Rigshospitalet,
Blegdamsvej 9, 2100, Denmark
Tel.: +45- 35- 45- 8685
morten.hylander.moeller@regionh.dk
Authors’ contributions
JCS and MHM proposed and initiated SIREN, defined the research strategy,
and drafted the manuscript. TL provided statistical expertise and helped to
draft the manuscript and revised the manuscript for important intellectual
content. AP, JW, MPW, MB, SB, FK, ABG, SM, and MK helped to draft the
manuscript and revised the manuscript for important intellectual content. All
authors read and approved the final manuscript.
Ethics approval and consent to participate
This study was approved by the respective competent local ethics
committee on human research (Kantonale Ethikkomission, Bern Switzerland,
no 205/2015). Informed consent was achieved from all participants.
Consent for publication
Not applicable.
Competing interests
The authors declare that they have no competing interests.
Publisher’s Note
Springer Nature remains neutral with regard to jurisdictional claims in
published maps and institutional affiliations.
Author details
1Department of Intensive Care Medicine, Inselspital, Bern University Hospital,
University of Bern, Freiburgstrasse 18, CH 3010 Bern, Switzerland.
2Department of Intensive Care 4131, Copenhagen University Hospital,
Rigshospitalet, Copenhagen, Denmark. 3Centre for Research in Intensive Care,
Copenhagen University Hospital, Rigshospitalet, Copenhagen, Denmark.
4Section of Biostatistics, University of Copenhagen, Copenhagen, Denmark.
5Copenhagen Trial Unit, Centre for Clinical Intervention Research,
Copenhagen University Hospital Rigshospitalet, Copenhagen, Denmark.
6Department of Adult Critical Care, University Hospital of Wales, Cardiff, UK.
7Pharmacy Department, Oxford University Hospitals NHS Trust, Oxford, UK.
8Department of Intensive Care Medicine, Kuopio University Hospital, Kuopio,
Finland. 9Department of Critical Care, University Medical Center Groningen,
University of Groningen, Groningen, The Netherlands. 10Department of
Anaesthesia and Intensive Care, Haukeland University Hospital and Clinical
Institute 1 UiB, Bergen, Norway. 11Department of Intensive Care 4131,
Copenhagen University Hospital, Rigshospitalet, Blegdamsvej 9, Copenhagen
2100, Denmark.
Received: 23 August 2017 Accepted: 13 December 2017
References
1. Krag M, Perner A, Wetterslev J, Wise MP, Borthwick M, Bendel S, McArthur C,
Cook D, Nielsen N, Pelosi P, et al. Prevalence and outcome of
gastrointestinal bleeding and use of acid suppressants in acutely ill adult
intensive care patients. Intensive Care Med. 2015;41(5):833–45.
2. Cook DJ, Griffith LE, Walter SD, Guyatt GH, Meade MO, Heyland DK, Kirby A,
Tryba M. Canadian Critical Care Trials Group. The attributable mortality and
length of intensive care unit stay of clinically important gastrointestinal
bleeding in critically ill patients. Crit Care. 2001;5(6):368–75.
3. Rhodes A, Evans LE, Alhazzani W, Levy MM, Antonelli M, Ferrer R, Kumar A,
Sevransky JE, Sprung CL, Nunnally ME, et al. Surviving Sepsis Campaign.
International guidelines for management of sepsis and septic shock: 2016.
Crit Care Med. 2017;45(3):486–552.
4. Krag M, Perner A, Wetterslev J, Wise MP, Hylander MM. Stress ulcer
prophylaxis versus placebo or no prophylaxis in critically ill patients. A
systematic review of randomised clinical trials with meta-analysis and trial
sequential analysis. Intensive Care Med. 2014;40(1):11–22.
5. Bellomo R, Kellum JA, Ronco C. Acute kidney injury. Lancet. 2012;380(9843):756–66.
6. Lutz J, Menke J, Sollinger D, Schinzel H, Thurmel K. Haemostasis in chronic
kidney disease. Nephrol Dial Transplant. 2014;29(1):29–40.
7. Oudemans-van Straaten HM. Hemostasis and thrombosis in continuous
renal replacement treatment. Semin Thromb Hemost. 2015;41(1):91–8.
Schefold et al. Trials  (2018) 19:26 Page 6 of 7
8. Pschowski R, Briegel S, Von Haehling S, Doehner W, Bender TO, Pape UF, Hasper
D, Jorress A, Schefold JC. Effects of dialysis modality on blood loss, bleeding
complications and transfusion requirements in critically ill patients with dialysis-
dependent acute renal failure. Anaesth Intensive Care. 2015;43(6):764–70.
9. Remuzzi G. Bleeding disorders in uremia: Pathophysiology and treatment.
Adv Nephrol Necker Hosp. 1989;18:171–86.
10. Schoorl M, Grooteman MP, Bartels PC, Nube MJ. Aspects of platelet
disturbances in haemodialysis patients. Clin Kidney J. 2013;6(3):266–71.
11. Lutz J, Jurk K. Antiplatelet agents and anticoagulants in patients with
chronic kidney disease—from pathophysiology to clinical practice. Curr
Pharm Des. 2017;23(9):1366–76.
12. Schefold JC, Filippatos G, Hasenfuss G, Anker SD, von Haehling S. Heart
failure and kidney dysfunction: Epidemiology, mechanisms and
management. Nat Rev Nephrol. 2016;12(10):610–23.
13. Rocsoreanu A, Cernea D, Simionescu CE, MoTa E. The complexity of
hemorrhage-generating factors in various organs in acute kidney injury.
Rom J Morphol Embryol. 2016;57(2):491–4.
14. Sagripanti A, Barsotti G. Bleeding and thrombosis in chronic uremia.
Nephron. 1997;75(2):125–39.
15. Castaldi PA, Rozenberg MC, Stewart JH. The bleeding disorder of uraemia. A
qualitative platelet defect. Lancet. 1966;2(7454):66–9.
16. Bouchard J, Mehta RL. Acute kidney injury in Western Countries. Kidney Dis.
2016;2(3):103–10.
17. Gomez H, Kellum JA. Sepsis-induced acute kidney injury. Curr Opin Crit
Care. 2016;22(6):546–53.
18. Schefold JC, von Haehling S, Pschowski R, Bender T, Berkmann C, Briegel S,
Hasper D, Jorres A. The effect of continuous versus intermittent renal
replacement therapy on the outcome of critically ill patients with acute
renal failure (CONVINT): A prospective randomized controlled trial. Crit Care.
2014;18(1):R11.
19. Morabito S, Pistolesi V, Tritapepe L, Fiaccadori E. Regional citrate
anticoagulation for RRTs in critically ill patients with AKI. Clin J Am Soc
Nephrol. 2014;9(12):2173–88.
20. Krag M, Perner A, Møller MH. Stress ulcer prophylaxis in the intensive care
unit. Curr Opin Crit Care. 2016;22(2):186–90.
21. Krag M, Perner A, Wetterslev J, Lange T, Wise MP, Borthwick M, Bendel S,
Pelosi P, Keus F, Guttormsen AB, et al. Stress ulcer prophylaxis in the
intensive care unit trial: Detailed statistical analysis plan. Acta Anaesthesiol
Scand. 2017;61(7):859–68.
22. Krag M, Perner A, Wetterslev J, Wise MP, Borthwick M, Bendel S, Pelosi P,
Keus F, Guttormsen AB, Schefold JC, et al. Stress ulcer prophylaxis with a
proton pump inhibitor versus placebo in critically ill patients (SUP-ICU trial):
Study protocol for a randomised controlled trial. Trials. 2016;17(1):205.
23. Vandenbroucke JP, von Elm E, Altman DG, Gotzsche PC, Mulrow CD, Pocock
SJ, Poole C, Schlesselman JJ, Egger M, Initiative S. Strengthening the
Reporting of Observational Studies in Epidemiology (STROBE): Explanation
and elaboration. Ann Intern Med. 2007;147(8):W163–194.
24. International Committee of Medical Journal Editors. Uniform requirements
for manuscripts submitted to biomedical journals: Writing and editing for
biomedical publication. http://icmje.org/recommendations/browse/roles-
and-responsibilities/defining-the-role-of-authors-and-contributors.html.
Accessed 22 Dec 2017.
25. Newgard CD, Lewis RJ. Missing data: How to best account for what is not
known. JAMA. 2015;314(9):940–1.
26. Lins RL, Elseviers MM, Van der Niepen P, Hoste E, Malbrain ML, Damas P,
Devriendt J, Investigators S. Intermittent versus continuous renal
replacement therapy for acute kidney injury patients admitted to the
intensive care unit: Results of a randomized clinical trial. Nephrol Dial
Transplant. 2009;24(2):512–8.
27. Vinsonneau C, Camus C, Combes A, de Beauregard MAC, Klouche K, Boulain
T, Pallot JL, Chiche JD, Taupin P, Landais P, et al. Continuous venovenous
haemodiafiltration versus intermittent haemodialysis for acute renal failure
in patients with multiple-organ dysfunction syndrome: A multicentre
randomised trial. Lancet. 2006;368(9533):379–85.
Schefold et al. Trials  (2018) 19:26 Page 7 of 7
